sampling period. The residential population connected to the WWTP was 3,700,000.
127
The WWTP is designed to serve a population equivalent of 5,200,000 and thus is by 
131
The main average qualitative characteristics of the wastewater samples used during matrices in post-acquisition data treatment.
156
Each bioreactor was loosely covered with a perforated cap to allow oxygen diffusion, M A N U S C R I P T A C C E P T E D Bremen, Germany), a rule-based expert system, which predicts metabolites from zero-time samples, the blank and the control samples.
209
As a second step, samples were also screened for additional TPs not present in the Acute toxicity data were estimated by using the predictive ECOSAR (US EPA) model The control experiments with diluted autoclaved sludge (sorption reactor) showed that 273 a fraction of 13% was lost due to sorption processes or reactions with sludge particles.
274
These losses could also be explained by a partial reactivation of the autoclaved sludge The identity of N-desmethylCTR was confirmed through the purchase and analysis of M A N U S C R I P T So, CTR 360A was proposed to be the carboxylic acid of CTR-N-oxide (level 2b).
A C C E P T E D

452
The MS/MS spectra of CTR 360B showed similarities with the fragmentation pattern 
Retrospective analysis of CTR and its TPs in real wastewater samples
504
The occurrence of the identified TPs was assessed in real wastewater. To this end, a 505 total of 32 samples from the WWTP of Athens (16 IWW and 16 EWW samples),
506
previously analyzed by RPLC-QTOF-MS, were retrospectively screened without the 507 need for additional injections of sample extracts.
508
The parent compound CTR along with its primary metabolite N-desmethylCTR (CTR The presence of TPs of CTR in wastewater samples can be attributed to three sources:
527
(1) the direct input from human excreted metabolites in IWW, (2) the biological factors in the detection system. These ratios were compared with those derived from 536 pharmacokinetic studies for CTR excretion and metabolism (Table S5 , Section S10).
537
The ratios in urine presented higher uncertainty than the ratios in the IWW and EWW 538 due to the multiple factors that affect the human metabolism of drugs (Zanger, U. M., 
Environmental risk assessment of CTR and its confirmed TPs
556
Semi-quantitation of the identified TPs in the EWW sample collected on March 8,
557
2015 was performed in order to obtain the MEC values (Table S6 , Section S11).
558
MECs of the TPs were estimated from the response factor of CTR, based on the Table S7 , Section S11. It should be taken into account that the choice of data can 
578
• LC-QTOF-MS proved to be a powerful tool for the structure elucidation of the • HILIC and QSRR models were used as additional strategies in the identification
• Five TPs were detected in effluents through retrospective suspect screening • Two of them were human metabolites of CTR and three were TPs of the treatment
• ECOSAR was used to assess the environmental risk for the detected TPs
